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[71] «ifx ^^if-^'I'iai^^i-^WPS^wi 

m± 300457 

[72] SBflA fp'J^^ ^ 



[74] ^*rjftamt^ :lb^ik^sii^vR;^*if^s»^ 



[54] ^Bfl^iifS; p£#14i^iS^iI^'^3S^l^S>fctJS 

# RNA ^Ift^yiHJ 

[57] }gS 

2|s::gBJsffl^«r^^T4fc( RNAi) fl<I^^Sfe<^# 

mmmm^mifSM^i^-^^ rna m dna( dsRNA or 

dsDNA) , ^ /J^ jt S RNA s£ DNA ( siRNA or siD- 
NA) . ffiE RNA 5£ DNA ^Jg SEQ ID NO. 1 - SEQ 
ID NO. 80 { siRNA or siDNA) , ^.R"^^^ SEQ ID 
NO. 19 - SEQ ID NO. 116 f^^MM^^S-M^fO RNA 

w^\-^!iSLm:^mm^^m^m. dna m RNA(dsRj>jA 

ordsDNA). ^ BJ 6?I f ij *^ ffl SARS fl<]T# 



2004^ K 



GNSOOCID: <CN 



.14S82eiA l_> 



03137621. 5 



tJl f«J ^ ^ ^ ^i/2i*i 



SEQ ID NO. 1~SEQ ID N0.80M7r:^?lJ6^ RNA^DNA. 



2. -l^^ DNA 5fP RNA. ^^tE;!^ SEQ ID NO. 19~SEQ ID W. 116 ^tk3\1iO. i^^WM^^ 
SH^O RNA -^^^^^^^^^ 

3. t5l5f|JS^ 1 2 ^3i6?J DMA ^0 RNA -aSinT^-f^: 

cDNA fi^Jt^jt; DNA fi<I«!l*; jR^dsKNAfifim; ^^RNAs£ DNAW"^^. 

4. $15PJ1I^ 3 DNA *1 RNA fi«J$y^:j5r&. Kt^a^-^llDNAW^^^fflPCR:^^ 
^J:S-DNAm=fe. M5£PCR:^J£*^^£Ma<J5l«&:^SEQ ID NO. 19~SEQ ID m.lltm^m^U 



5. mUMW:^ 1 m 2 ^S&&<J DNA ^ RNA '^it^'&i^^I^S^i^* RNA ^ 

6. tXjfOH* 5 ^'1': 

SEQ ID NO. 1~SEQ ID NO. 4 ^ SEQ ID NO. 19~SEQ ID NO. 80 )?T*W 66 ^ RNAA)NA 
JiJ, IJiS^ SEQ ID N0.19~SEQ ID NO. 80 ft^^lftS^IKBIfii^SlS^ RNA -^^fl<J:S-iSfr^ 
^a<J-^M DNA ^tl RNA, ffi^m»mTtfcS^^«48t«lRNA6<JRNAm^il (RdRP) 

SEQ ID NO. 5-SEQ ID NO. 8 Fr^ W 4 >^ RNA/DNA flJ^iJ . \>J<Rm SEQ ID NO. 81 -SEQ ID NO. 86 

^mm^^nm^^^mm rna ^my^mm^mm^'^ dna ^ rna, ^^^^jp^^tj^ 

SEQ ID no. 9~SEQ ID NO. 10 2 >^ RNA/DNA m^'J. SEQ ID NO. 87~SEQ ID NO. 98 
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SEQ ID NO. 11~SEQ ID NO. 12 0f^fiU 2 RNA/DNA ^JU. tU^m SEQ ID NO. 99-SEQ ID 

NO. 102 iip^^m^^mmm^Rm^ rna dna ^ rna. ^^^ij^jp^j 

SEQ ID NO. 13~SEQ ID NO. 18 6 RNA/DNA i^JU. URM SEQ ID NO. 103~SEQ ID 

NO. 116 i^ifj^mm0Mmm^s.m^ rna 'k^^:^mm'^^6^^m dna m rna, m^u^^m 



7. *1^!J^^ 5 5fri&WMi^. ^^^^&«'J^W**^prm^g-f+sE^#j^i^60RNAseDNA, 
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w^Rmmt^mBmmtnM cptgs) jv^M^i^t sars s^^ssw rna ^ttMo 

P^fi.^t^nfSLit^'ojK < Severe Acute Re^iratory Syndrome. SARS) 6?]^1^#:^— ItS^ 
CCoronavirus) . B^i^WifPl^fitja-ft^lJffi^-^iE^^II^M. Sift 3 

i^Si^S^^l^; CRNA Interference, ^.TififilJ^ RNAi) , i^^^^B^MUSK^M (Post- 
transcriptional gene silencing, lilTIS^ PTGS) , ^i£^5fe^?ft6<J-#^i^«fflI^^^^tt#l 
$0. :SiS:^S@tKSilMafla4^:^^^^E!ttS^SM^jN^^RNA (21-25 nt) . PTGS^SJtaifla 

yc^M^mmmm c dsRNA) m^sim.mmmm casDNA) ,mm^b)^R^^mmmm. (smaii 

interfering RNA. siRNA) WL^m^mmm (small interfering DNA, siDNA) , i^^^m&^XM 
a(20-4000bp)6«j5R^^ti^^?i AlfiaHJ!&. 3^* dsRNA, dsDNA.siRNA m siDNA ^^SffiSB 

:^:&mmn&iMmmt^^^mmu9}i. (ptgs) isiPit^^^., ^^ta-^mmm^^i!^^ 



03137621. 5 



2004^10. 



N 14Sa281A l_> 



03137621.5 iJi BJI IS 



SARS tfy^^. 

Rii(9mw(.=^i)t SARS M'^mns^M'^^ti^mM. Ji^^j^j^^-g-^fp sars M^mmm^^m 

ffijSjSifitj RNA 5g DMA CdsRNA, dsDNA^iRNA ^ siDNA) il^fij^^o 

mi^sARSM^mmKSAKmM:i^in: -^j^^s^i rna 6<i rna ai-^ii (RdRP) , 

0r^SARSM4K^4S^M'&li&: SARS ^^^^'glgS 3 ^ SARS ^^^#$!l^|f M 
SARS SJt^^#mS . !UiS.SARSS*t^«'&^6. 

m^^u^wmmmmmtfmwnmm=Fi)t sars m^mmim rna m rnau?-^^ 

(RdRP) -^^ify rna ^ DNA SEQ ID N0.1~SEQ ID N0.4 ^ SEQ ID 
N0.19~SEQ ID NO.80 m^&^ 66 -1^ RNA/DNA , IJtSffi SEQ ID N0.19~SEQ ID NO.80 ft 
^^l^^^mmm^J^m^ rna -^^fi<i:*Fj£^'^^fi<J-K:«i DNA^ RNACcIsRNA m. dsDNA); 

^j^wy^^^^^^BijLSK^i^jw^Mi^tfc SARS M^mm^mm&'^m.m rna 

DNA iSl^^&^i^6<J^3?!jy% SEQ ID N0.4~SEQ ID N0.8 ^^fitl 4 ^ RNA/DNA \ikS.m 
SEQ ID NO.gl—SEQID N0.86 i^^^m^^mmm^&^m RNA ■&«fl<i:&?4^-^^M^^ 
DNA ^ RNA(d5RNA ^ dsDNA); 

Mi^RruA^^^^^ssijLS^mw^MTjfc sars m^mmm^mm&'^^sc.^ rna dc 

DNA &^^^ifelfi<j;^ J!l^ SEQ ID N0.9~SEQ ID NO.IO Bx^6^ 2 RNA/DNA ^3?!), U&m 
SEQ ID N0.87-SEQID N0.98 ^^^^m&^^m^&^m RNA "^^W^i^^-^fiJcW^^ 
DNA fP RNA(dsRNA ^ dsDNA); 

0fi*prui^#i^^MSHtJ£3Km*j«j*jsgi^tfc SARS mv^mmmm^^m rna dna 

SK^^^^W^JlJ^tj SEQ ID NO.l 1~SEQ ID N0.12 Bjm^ti 2 ^ RNA/DNA ^ JO, llXRm SEQ 
ED N0.99~SEQ ID NO.102 ft^^l^^^U&BIII^SiSlO RNA -^^M:5r^ff-^^fitl-l^ti DNA 
^ RNA(dsRNA dsDNA): 

mj&'^^T^^^^mmmm3m.M^u^=^ifL sars m^mn^'^m.^-^^tfy rnass 

DNA 2^^m^i^fi<JJ?JiJ^ SEQ ID N0.13~SEQ ID N0.18 6 RNA/DNA JO, WSffi 

SEQ ID NO.103~SEQ ID N0.116 jl^^f^^m^^MmU^S.!^^ RNA -a-^fi^J^^-J^M-^^Wi^:^ 
DNA ^fl RNA(dsRNA dsDNA); 

Bfi^UM^'^^^±—^Wl.0^±^ SEQ ID NO.l—SEQ ID NO.80 ffi^^M^ RNA ^ 
DNA. US.m SEQ IDN0.19~SEQ ID N0.116 t^^^m&0mmmAS.^m RNA -^^6<j:3rv* 



5 



2004^10 



BNSDCXID; <CN 14582aiA ^l_> 



03137621. 5 



i^i H| ^ B3/55i5 



^-^^ W-I^IS DNA ^ RNA(dsRNA 5^ dsDNA), 

Jl3^ SEQ ID NO.l ~SEQ ID NO.80 Bi^^M RNA s£ DNAr \iXS.m SEQ ID NO. 1 9~SEQ 

ID N0.116 i^^^m^^m.m^&As,m^ BUA^^m^^m-t^^^i^ dna rnaccisrna 
mM^f^'SLMm-^^mi^^m^m^ cdna tfy^m., -^^ dna dsRNA 6<j^j#, 

RNA sE DNA fitl-^J^t. 

2J^*:S:BJJ^^W±^ SEQ ID N0.1~SEQ ID NO.80 m^^n$^ RNADc DNA, lilSffl SEQ 
ID N0.19~SEQ ID N0.116 f^:^?l^^^^ilBIII^SJ^3FP RNA-^^fi<j:;5"&^-^^6<3-K:fiDNA 
RNA(dsRNA ^ dsDNA) — ftsE^WS-^, -^l5iKjRr^S:6*3S#i5.^^JIfi^. nTftll-S- 

ili^E$^tiJa?t SARS WI5^o in^^j^M RNA DNA «jl¥Tg«^»Tit™JSBa?&«^PJ. mmM 

1 -1^^ DNA 6«I$J^ 

1.1 SARS S^t^HW^fn RNA 

SARS S m^mXi^m^, m^mmmm^ V«o E6 |» g ATCC (American Type 

Culture CoUectioii)o ^^BSglft^p-^W 10%4^JfiLJ^fi<J Eagle's :©#^(2 mM L-glutamine, 1 mM 
Sodium Pyruvate, 0.1 mM nonessential amino acids, l.Sg/L sodium bicaibonate), ^ 37°C S%^Z1 

% 10 ^54-&l^#^l(^dt] Vero £6 ^jlg (lO'cells/mL) ^'Ot^i^^Sg, M I wl^^m.^^ 
}S^^MM.MiWf- 0.2 mL, JnA 1 mL TREOL Reagent (Life Technology)^ IS-SO^C ^M. 5-10 
Sim A 0.2 mL H^&giliiS 15 i^B^£15-30'»C'f*a2-5 4)-^t, ^ 2-S''C 12,000 x 

g 15 ^±mm^^^.—^1^m 1.5 mL J^^C^'t * . inA 0.5 mL ^MS^E IS-SO^C U 

5-10 r 2-8«C 12,000 x g M'tt 5-10 J^^Jiy&iK, i^CiS^ 1 mL 75% ZsU^^ , 

2-8*'C 7,500 X g ^'Cf 5 j^^, ^±mm* Ui&f^ 10-15 ^ft , A^ Rnase WtK^E 55-60»C <^ 
?a 10-30 '(^RNA?5:JJ-«M. 
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1.2 cDNA6<|-^^: 

^->i^W^inA,&RNA0.1-5ng. oligo(dT)„ 5,ig, ^J^S^tK (nuclease free) M 110^1, 
lO^CTHmU^S^^, i^my^iP. Uia^iM5X&iS«M40MU0mM4dNTP20Ml(1.0mM 
m. RNase «1»J 200U. *^^2iC(nuclease ftee)M 190M1, ^ 37»C -fiiia 5 JqA400#& 
fi<3^^^B|, ^ 37°C 60 TO-C^MlOdi-lt. J*?&«#. jit^^S.!^^, 

^ifim^ o.smi^^c^tt^ikikiaX'. 4Sums.m^t 20iiiiox^}4.j£. gpidNTPjg^ 

114 ui^tsTK. 2yiRNAiiH(L5 u/i»i). u u mm.mmmm(DNA)M-^m 1(9.0 

u/ u 1). js<^^ i6x;»w 2.5 h. sjSt^mMiaA 23 u 1 dNTP m^^m 2 p 1 pfu dna si-^si 

(2.5 u/iii). 72-ci?w3o min, w^cDNA*^. s.^m^jG5iimm i t^m m^m 



1.3 PGR (Polymerase Chain Reaction. ^SlUli^S^) ^^DNA^fe, 
a5«^a^PCR(Hot Start PGR). PCR(RT-PCR), *BPB^ PCR(RealTimePCR)^A 

#pcr;5-^. 

1.4 sARsm^v^mnmsmmmTSi^RBn 

(Gcnbank Accession AY2741 19.3) «if-6<l. T®J1 SARSS4^5^#A#*i^SSjlS@:^^ 
PGR ^l^fiOW^S^. SARS l[;t^^#f2cjgl RNA W RNA M-^M 

(RdRP) , SARS s^t^^^^g ^ , sARSM^mnm^wm.^, sAssM^mmmm^, 

SARS S^Jg^^-Sg e . 

1 .4. 1 SARS m^mm^m rna atr rna m^m (RdRP) , 

IE|S]^|J^ C^31^, ^Jll-^SEQIDN0.19'-49) 

RdRPOOl 5' -ctacccaggaaaagccaacca-3' 1-21 
RdRP 002 5' -cttaggtgacgagcttggcac-S' 681-701 
RdRP 003 5' -attggacctgagcatagtgtt-3' 1381-1401 
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RdRP004 


5" 


- ^ggttgtctaatcttttgg-3 ' 


2081-2101 


RdRPOOS 


5' 


-tgagcttgatgaacgtgttga-3 ' 


2781-2801 


RdRP006 


5' 


-ggagggtcttgtttgctttct-3 ' 


3481-3501 


RdRPOO? 


5' 


-gctaagactgctcttaagaaa-3 * 


4201-4221 


RdRPOOS 


5' 


- tggacaacactaalctccaca-3 ' 


4901-4921 


RdRP009 


5' 


-gtctgcaccacctgctgagta-3 ' 


5601-5621 


RdRPOlO 


5' 


-tgtgaaaglcaacaacccacc-3 ' 


6301-6321 


RdRPOll 


5' 


- ctaacgttactactatggatt-3 ' 


7001-7021 


RdRP012 


5* 


*ggctggtcaaaagacctatga-3 ' 


7701-7721 


RdRPOlS 


5' 


-agactaacttgtgctacaact-3 ' 


8401-8421 


RdRPOU 


5' 


- gagtagtaacaacttttgatg -3 ' 


9101-9121 


RdRPOlS 


5' 


-tcttgctctatataacaagta-3 * 


9801-9821 


RdRP016 


5' 


-gaaggtaaattctatggtcca-3 ' 


10501-10521 


RdRPOl? 


5' 


- tgtctggttataggcttaagg -3' 


11201-11221 


RdRPOlS 


5' 


-tttcgagaagatggtttctct-3 ' 


11901-11921 


RdRP019 


5' 


-aataatgaactgagtccagta-3 ' 


12601-12621 


RdRP020 


5' 


- gaatgtggaaaggttatggct-3 ' 


13301-13321 


RdRP021 


5' 


-tggtacgatttcggtgatttc-3 ' 


14001-14021 


RdRP022 


5' 


-ctatcagtgattatgactatt-3 ' 


14701-14721 


R<1RP023 


5' 


- cggtgatgctacaactgctta-3 ' 


15401-15421 


RdRP024 


5' 


-tgggaacctgagttttatgag-3 ' 


16101-16121 


RdRP025 


5' 


-acaagttgaatgttggtgatt-3 ' 


16801-16821 


RdRP026 


5' 


- cactgtgagtgctttagttta-3 ' 


17501-17521 


RdRP027 


5' 


-gttcgtgcgtggattggcttt-3 ' 


18201-18221 


RdRP028 


5' 


-ttgtgaagtctgcattgcttg-3 * 


18901-18921 


RdRP029 


5' 


• gK'y^€ytttrrr;fltf;aftnatasi»'^ ' 


19^1-1 Oft') 1 


RdRP030 


5' 


-aagcgctcacaagattcacca-3 ' 


20301-20321 


RdRPOSl 


5' 


-atgactctaaagaagggtttt-3 ' 


21001-21021 



(^314^, -f^jy-t SEQIDNO.50-'80) 
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RdRp032 


5'-cagtgccaagctcgtcaccta-3* 


703-683 


RdRp033 


5 *-gcaacactatgctgaggtcca-3 ' 


1403-1383 


RdRp034 


5 '-gcccaaaagattagacaacc-3* 


2102-2183 


RdRp035 


5 ^-tgtaacacgttcatcaagct-3 ' 


2802-2783 


RdRp036 


5 *-€cagaaagcaaacaagaccct-3 * 


3503-3483 


RdRp037 


5 '-catttcttaagagcagtctta-3 ' 


4223-4203 


RdRp038 


S*-tgtgtggagattatgttgtc-3' 




RdRp039 


S'-tatactcagcaggtggtgcag-3' 


5623-5603 


RdRp040 
RdRp041 


5 '-gaggtgggttgttgactttca-3 ' 
5 ' -gaaatccatagtagtaacgtt-3 * 


6323-6303 


7023-7003 


RdRp042 


5 ' -tctgataggtcttttgaccag-3 * 


7723-7703 


RdRp043 


5'-ctagttgtagcacaagttagt-3* 


8423-8403 


RdR]>044 


5 * -agcatcaaaagttgttactac-3 * 


9123-9103 


RdRp04S 


5 ' -tgtacttgttatatagagcaa-3 * 


9823-9803 


RdRp046 


5 '-aatggaccatagaatttacct-3 ' 


10523-10503 


RdRp047 


5'-atccttaagcctataaccaga-3' 


11223-11203 


RdRp048 


5 * -aaagagaaaccatcttctcga-3 ' 


11923-11903 


RdRp049 


5 '-gctactggactcagttcatta-S* 


12623-12603 


RdRp050 


5 ' -agagccataacctttccacat-3 * 


13323-13303 


RdRpOSl 


5 *-acgaaatcaccgaaatcgtac-3 ' 


14023-14003 


RdRp052 


5 Vataatagtcataatcactgat-3 * 


14723-14703 


Rdl^053 


S '-cataagcagttgtagcatcac-3 ' 


15423-15403 


RdRp054 


5 *-ttctaatgtattgtaaataca-3* 


16123-16103 


RdRpOSS 


5 '-gtaatcaccaacattcaactt-3 * 


16823-16803 


RdRp056 


5 '-cataaactaaagcactcacag-3* 


17523-17503 


RdRpOS? 


5 '-tcaaagccaatccacgcacga-3 ' 


18223-18203 


Rdl^OSS 


5 '-agtaagcaatgcagacttcac-3 * 


18923-18903 


RdRpOS9 


5 '-cattcttaatgatggaaacag-3 ' 


19623-19603 


RdRp060 


5 '-agtggtgaatcttgtgagcgc-3 * 


20323-20303 
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RdRp061 5'-gaaaaacccttetttagagtc-3* 21023-21003 

RdRp062 5'-gcaccggtcaaggtcacttc-3* 21492-21473 

1.4.2 SARSS4^^#'S.^Se: 

lE\^^m (^3^, a^JiJ-^SEQIDN0.81-'83) 

NOO 1 5 '-acgaacaaattaaaatgtctg -3 * 
N002 5*-acagattgaaccagcttgaga -3' 
N003 5*-agtggagcttctgctgattca-3' 



28091-29011 
28781-28801 
29341-29361 



C^S^f ^3?!j-t SEQIDN0.84'-86) 

N004 5'-gttgttgttggcgtttaccag-3' 28831-28811 
N005 5'-tgaatcagcagaagctccact-3' 29341-29361 
N006 5'-tttgtcattctcctaagaagc-3* 29715-29695 



1.4.3 SARSS^^II$!l^*tSS: 



lE^k^m me^, 05F!J^SEQIDNO.87~92) 









SOOl 


5*-attatttcttactctcactg-3' 


21491-21511 


S002 


5 ' -tacagccttttoacctgctca-3 ' 


22181-22201 


S003 


5*-ttaattgttattggccattaa-3* 


22891-22911 


S004 


5'-tacagaagtaatgcctgtttc-3' 


23591-23601 


S005 


5 '-acacacttgttaaacaactta-3 ' 


24301-24321 


S006 


5*-aatgaggtcgctaaaaattta-3* 


24981-25001 



(^6^, ^?|J-^SEQIDN0.93~98) 
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5007 5'-ctgacgtgccccaaatgtctt-3' 

5008 5 '-ccataatcatttaatggccaa-3 ' 

5009 5'-atattacaatctacggaggtt-3* 

5010 5'-gcacacttgaaattgcaccaa-3* 
SOI 1 5'-catattttcccaattcttgaa-3' 
S012 5'-agagtaaaaaatctcataaac-3' 



22221-22i01 
22921-22901 
23641-23621 
24331-24311 
25041-25021 
25281-25261 



1.4.4 SARSM^^^mm^: 



lEfnJfj^ (^2^, J?Ji|-^SEQIDNO.99~100) 

ma mm^mii 

MOOl 5*-ttattctgtttggaactttaa-3' 26351-26371 
M002 5'-attgtgaccagaccgctcatg-3' 26761-26961 

SlqJ^i^ C^2^, i!^?U-§^SEQIDNO.101~102) 

M003 S'-gatcacagcaccaatgacaag-3* 26811-26791 
M004 5'-atatctctgctattgtaacct-3* 28011-27081 



lEfRj?!^ (^7^, ^^!|-^ SEQ ID NO. 



UPAOOl 

UPA002 

UPBOOl 

£001 

TJPCOOl 

UPDOOl 

UPEOOl 



5 '-gtttatgagattttttactct-3 ' 
5 *-ctaccaaattggtggttattc-3 ' 
5 '-caaatccaagaacccattact-3 * 
5 *-tgatgagccgacgacgactac-3 * 
5 '>gttgacttccaggttacaata-3 * 
5 '-aaaattaRctcttcctgaca-3 * 
5'-gtaccttcatgaaggtcacca -3' 



103—109) 

25261-25281 
25801-25821 
25651-25671 
26041-26061 
27071-27091 
27261-27281 
28031-28051 
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UPA003 

UPA004 

UPB002 

E002 

UPC002 

UPD002 

UPE002 



(^7-1^. jy?iJ-^SEQIDNO.110~116) 



S*-tagtctttaacacctgagtgc-3* 
5 ' -tttaagctcctcaacggtaat-3 ' 
5 '-ggatggctagtgtgactagca-3 ' 
5 '-gtctgccatgataagcaatgt-3 ' 
S *-caagatgtaaatacaatcaat-3 * 



2S8S1-2S831 
26421-26401 
26201-26181 
26391-26371 
27301-27281 



5'-aggaatagcagaaaggctaaa-3* 27681-27661 
S'-ttctgggccagttcctaggta-3' 28461-28441 



1.5 PCRJ*=^lt<a: 

4000 ^^mzm . umm sars m^manM. rna ^ rna m^m (iwrp ) mmm^mr 

j«imUtRdRPOOl^RR<iRP032'f^5t7iEM|nl5l4^J. M PCRJ*=S DNA 700 -tSSSJtt; pa 

«WRdRP00l^RdRP033f^j*»iESlpIf|ig!, WifCELJ^ShDSA^^m^UOO^mmMi ta^ 
\il RdRPOOl m RdRP034 i\^^lES.^^m, Wi PCRJ^Sh DNA m-^S.^ 2100>^5^S>^; Jn* W 
RdRPOOS ^ RdRP040 ^^triESinl?!*^. RiJ PGR j^n^ DNA &}-\k&if3 37004'«S^: l^ljit^ 

PCRS.^'M-^^ (100 Hi) -a^S: 5 UlcDNA (Sng/Pl) , 10 U 1 lO^iitSfitJ PCR&/S 
Mi^^, jE|b]5I% C25pmol/ ul) 4 ul, fii^I^I^ (25pmoy ul) 4 u 1, dNIPs (dTHP, dATP, 
dGTP. dCTP. ^ 2.5 mM) 8 Ul, Tag^^lRBIO.S ul C2#.^) , JPtKM 100 u 1. 

PCRSjEt^^^: ®94"'C^tt2:i}-#i>, ©94 "C 1 (^y^^H^^Um. (Annealing 

Temperature, ^It^ 1 4&^l^*fi?Jite*^afi:^—#, —JK^ffi 50-60 °C ) 30 #, ®72"C2-15:5!H1' 

(i2t^4"PCRHjSiW3l^^^) , ©sg;© (3)30-45 (^^c#'^PCRfi;^fi<JS*^^) , 

®72»C10-304i-l1> (i2c«^PCRS.jS£fi<l|l^^fe^) . 

pcR?^2feDNAii^; pcRSiSM^Bs^^m : tci&(i : imm^z^muf^m-^^km^ 

DNA, MS??^ TE^J«t'?g[4', StlOMa&TTE^J+jg'l^. 10 TE 
4", ^ 10 |i ]/« -20''Ci*#. 
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2 dsRNA 

2.1 <I^^M$!i#: 

'hi^WfJPAT^^SiS^K: 5 iBSMW^fBL 20 » I, PGR -g-^ W DNA30 u I, NTPs(TTP, 
ATP, GTP, CTP, # 2.5 mM) 20 u I. T7SKT3 ^iiJ^40#.'fi; (Stratagene^^S) , JbtKM 100 

2.2 :*cjtfcfi*J^: 

Ti^'4'iPAT^aSjSt?£: 5 iBS.^W^^ 200 nh PCR-^fiafi<jpNA300 ul, NTPs (TTP, 
ATP. GTP. CTP. * 2.5 mM) 200 u 1, T7 T3 ^i?8l 400 ( Stratagcne i^^a ) , jJDTKM 

1000 111. ±mT^mm'^»^. ^3rcum4^mmi^. ^.m^y^BMrnm : • 

RNA. 





RNA e<j|gcg 


SARS M^^^itLWl RNA fi<J RNA M 

-km 


191 


SARS ^^^^^^S a 


6 


SARS M^mmm^mm ^ 


14 


SARS s^tJt^^^s a 


3 


SARS^^^^X-BS^ 


8 



3 <h>ta RNA(siRNA)lK DNA(siDNA)fifl^lfc#JJRJ6<l^J^: 

3.1 u^:^^ 

/h>ta RNA(siRNA)g4 DNA(siDNA)^?jffi DNA -^^{JC^^T"^^. RNA =^iftUMS.^m^ 
mify^J^tfy'iSii\-^tt^ g ^ SARS ^Jt^^S RNA (Gcnbank Accession AY2741 19.3 ) . #.«ia<I 
RNAlXDNA:&g^1f5lT^Ul?^^SfiI9<I MfitJ^I*!. SfiR 20-24 >h5*«j?^fi<]^<4). 

^^m^mm : iltSfO : Di^it^JZi^tKiSM^^^^tmRNADtDNA, nMm'S'f^^m 
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3.2.1 ffiJ^MTtfeS*t?S#iacjBlRNAfl<JRNA 3^-^81 CRdRP) -^^M^h-H-fi KNA i^n^ 
SEQ ID N0.1~4, ^^Jc SARSTOPlOl-104) 

3.2.1.1 SARSTOPlOl 

5 ' TCTAAACGAACTTTAAAATCTGTGTTCAAGAGACAC AGATTTTAAAGTTCGTTTAGA 
3' 

3.2.1.2 SARSTOP102 

5 ' TAAACGAACTTTAAAATCTGTTTCAAGGAGAACAGATTITAAAGTTCGTTTA 3 ' 

3.2.1.3 SARSTOP103 

5 ' ACAAAGTGCITAATGAAAAGTTrCAAGGAGAACTTTTCATTAAGAACTTrGT 3 ' 

3.2.1.4 SARSTOP104 

5' TAACTAAATACACAATGGCTGTTCAAGGAGACAGCCATTGTGTATTTAGTTA 3' 

m^mM m^, ^f^-^^'¥m^m mm'j'^^ sars mv^mmm rna m rna ^-^si 
m^!^&muvtMmM^TiftM^mmwsLJtiiAm-KtiAm.^m cRdRP) -a-^fi^jRNA^tt 











SARSTOP105 


RdRP002 ^ RdRp032 


SARSTOPl 20 


RdRPOn SI RdRp047 


SARSTOP106 


RdRP003 ^ RdRp033 


SARSTOP121 


RdRP018^RdRpO48 


SARSTOP107 


RdRP004 RdRp034 


SARSTOP123 


RdKP019 ^ RdR|>049 


SARSTOP108 


RdRPOOS RdRp035 


SARSTOP124 


RdRP020 ^ RdRpOSO 


SARSTOP109 


RdRP006 ^ RdRp036 


SARSTOP125 


RdRP021 10 RdRpOSl 


SARSTOPllO 


RdRPOO? RdRp037 


SARSTOP126 


RdRP022 ^ RdRpOS2 


SARSTOPl 1 1 


RdRPOOS 3ffl RdRp038 


SARSTOP127 


RdRP023 ^ RdRpOS3 


SARSTOP112 


RdRP009 RdRp038 


SARSTOP128 


RdRP024 ^ RdRpOS4 


SARSTOPl 13 


RdRFOlOSi RdRp040 


SARSTOP129 


RdRP025 ^ RdRp055 


SARSTOPn4 


RdRP011fnRdRpa41 


SARSTOP130 


RdRP026 ^ R<dRpOS6 



BNSOOCIO: <CN 1 458281 A_L> 
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i5i aa 15 ^ 12/55 J5 



SARSTOP115 


RdRP012 *1 RdRp042 


SARSTOP131 


RdRP027 RdRp057 


SARSTOP116 


RdRP013 ^ RdRp043 


SARSTOP132 


RdRP028 ^ RdRpOSS 


SARST0P117 


RdRP014 RdRp044 


SARSTOP133 


RdRP029 RdRp059 


SARSTOP118 


RdRPOlS RdRp045 


SARSTOP134 


RdRPSO ^ RdRp060 


SARSTOP119 


RdRPOie RdRp046 


SARSTOP135 


RdRP31^RdRl>061 



%}^^ SEQ ED NO.~8, SARSTOP201-204) 

3.2.2.1 SARSTOP201 

5 ' TAAATAAACGAACAAATTAAATTC^GGAGATTTAATTrGTTCGlTrATTTA 3 ' 

3.2.2.2 SARSTOP202 

5 ' TAATGGACCCX:AATCAAACCATrCAAGGAGATGGTTTGATTGGGGTCCATTA 3 ' 

3.2.2.3 SARSTOP203 

5 ' ATTCAACTGAC AATAACC AGATTC AAGGAGATCTGGTTATTGTC AGTTGAAT 3 ' 

3.2.2.4 SARSTOP204 

% ' ATTAC ATTTGGTGGACCC AC ATTC AAGGAG ATGTGGGTCCACCAAATGTAAT 3 ' 

.3.2.3 Ri ^:x^^m^mmmimmi^M^=^tm^mmm^mm&^^^'i^)^^ rna Ti)tm 

MR^^^'& SEQ ID NO,9~10. SARSTOPOl-303 ) 

3.2.3.1 SARSTOP301 

5' CTTGTTAACAACTAAACGAACTTCAAGGAGAGTTCGTTTAGTTGTTAACAAGS' 

3.2.3.2 SARSTOP302 

5 * TTAl'iilCTTATT A 'ri'iC I TATTCAAGGAGATAAGAAATAATAAGAAAATAA 3 ' 

(H=JiJ-^SEQIDN0.11~12, SARSTOP401-402) : 

3.2.4.1 SARSTOP401 

5 ' TCTGGTCTAAACGAACTAACTTTCAAGGAGAAGTTAGTTCGTTTAGACCAGA 3 ' 
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ift BJ mi3/55J5 



3.2.4.2 SARSTOP402 

5 ' TTTITGTAC ATAAT AAAGCTTTTC AAGGAGAAAGCTTTATTATGT ACAAAAA 3 ' 

<i5t3?a-^ SEQIDN0.13~18, ^fjv SARSTOP501-506) : 

3.2.5.1 SARSTOP501 

5' ACATTACACATAAACGAACTTTTCAAGGAGAAAGTTCGTITATGTGTAATGT 3' 

3.2.5.2 SARSTOP502 

5 ' ATrrGTrrATGAGATTTTTTATTCAAGGAGATAAAAAATCTCATAAACAAAT 3 ' 

3.2.5.3 SARSTOP503 

5 ' TrGGAAACTATAAATTAAATATTCAAGGAGATATTTAATTTATAGTTTCCAA 3 ' 

3.2.5.4 SARSTOP504 

5' ATGTTTCATCTTGTTGACTTCTTCAAGGAGAGAAGTCAACAAGATGAAACAT 3' 

3.2.5.5 SARSTOP505 

5 ' TTAGATTATCCATAAAACGAATTCAAGGAGATTCGTTTTATGGATAATCTAA 3 ' 

3.2.5.6 SARSTOP506 

5* ATGAAAATTArrCTCTTCCTGTTCAAGGAGACAGGAAGAGAATAATTTTCAT 3' 

4 iiSM 

1) ^»tW™SIBBJS2SI^PJ: 0.9%it4fc^, 0.025% ZL-JSBaZ.^—'^ (DisodiumEDTA) . 
0.00003% l!55C^P9S>5lfl1I (Polyaminopropyl Biguanide) .^SHifc^s 
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iJi "iB IS B" 14/55^ 



2) F»TS*™'SE#5PJSi5PJ: 0.05% Tctrahydrozoline Hydrochloride, (^fi), C Sodium 
Borate) , m.it^ '^S. , Benzalkonimn ,Chloride(mS); 

3) t^mM™f^l^^3S-tPMM:2%^M^Wt^ ( Sodium Benzoate) ,0.2SyommM^mm 
(Sodium LaurylSul&.te) .0.2%7K^^^ (Sodium SaUcylate) , Ai§¥^ Altificial flacoui(^ 

ft),lt^^ (Saccharin Sodium(%S),£iiei{^ ( Sodium Bicaifoonate(%S:). ^S^^ (Sodium 
Borate) WlM. \h§iiU^lS. (Soibitol Solutionis) . 

5 6<j RNA =FiitMm^mmy(irmM-it^^mm^^mmmkmmmi^m 

5.1 SARS 

^^ffimmW^ Vero E6 515 S ATCC (American Type Culture Cottection). ^^fl^^^ ^-g- 
W 10%4^JflLSI6(l Eagle's :^I!^S(2 mM L-glutamine» 1 mM Sodium Pyruvate, 0.1 mM nonessential 
amino acids, 1.5g/L sodium bicarbonate), it 37°C S%ft<I-^'ffcSg^#^4'^#. "^l^^—i^^m 

5.2.1 )?itM^ifc 1 : 

m®Mf ^^^^^(UranylAcetate)sKilllK (Phoshotungstic Acid) M.^^^l'^m^ 

mm, ^mmmf^m:k&ff}M^mmmi^. m^m pcR^m6^:^f^ c^^^a Aitus-Biotech 

$l^6<Ji5^^J]^. ^W:t^!fLW^^mmtl^M^T^^M'^y . l&«9i!lSARSS*t^^##6<JDNA 
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12 


24 


36 


48 


72 


96 


120 










++ 


-H-h 




+++ 










++ 


+++ 


i i U 


n i i 



5.2.2 Jdm^^ 2: ^mmi^mmMmm^ikm»m. 

5.2.3 M^^^ 3: ^mm$^^M^mmmm^6^Bf^> 







.12 


24 


36 


48 


72 


96 


120 










-H- 


+++ 














■H- 


+++ 


+++ 


-H-i- 



6 RNA^ifc^J^PJJt^P^SSttnfiRil^-^iS^SS^t^^^asaBfl&Bff. Mfi<Ji^i^ 
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ift 15 m 16/55^ 



RNA m DNA mmu ^MMm rna "TiftmmmrM^i^f^^M^^&mmm^mmm^m 
RNA m DMA mmm, ^mmm rna i^iftummF'MMf^i>fi&m^^&mmM^mmi^mm 

6.1 RNA^ DNA^jjpM sARs m^^mmtkmmtfy^i^im^sii) 

Vero E6 ^JI6^#Jflmrii. ^Ji&S^^'&ir 10%4^Jfil?t«I Eagle's ^#S(2 mM L-glutamine, 
1 mM Sodium Pyruvate, 0. 1 mM nonessential amino acids, 1 .5g/L sodium bicaibonate), ^ 37°C 5% 

»fW«^Jieg6<I RNA m DNA ^J^J rna m DNA $iJJPjaOin Afi^^SlI:^ lOOng, 200ng, 

400ng,800ng,1.2 iig) . ^MJnA^^Sf^SjW. 24<|>BtJg#|^j> SARS^^bt^*. 

^«^#$nmri^. ^B^mSk&i^^iiS.. !SS'l> 200rpm, lOmin, «l±jSJ8[ 200ul. UiSO-fig 
^M^>M^, ^^^"i^^&^S. 25. 125. 625 . 3125 ^ 15625 TCID / ml (Tissue Culture 
Infective Dose) inA 24 ?L^#&, ^?LJn^#y£S 1ml, ff A 1X10* / ml Vero E6 ^186*^ 

0.5ml (-^^rnaskdna^ij^irj) . 5%c0i^#T^#, &mMmmmm^ 

CCytopathic Effect, CPE) . ^^^#:fe^7^, ^ 2 
^(Uranyl Acetate)^^^*^^ (Phoshotungstic Acid) ^Pk. Sgffi^TS^^JSEIg. 

RT-PCR t&«J*n Bti* ( Artus-Biotech Ji^&fjvtllPiJ^, ^ft^STiijaT^^^ W-^^-ife 
B>915) . 
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6.2 RNA sE DNA $!l^PJ5(*^^feT SARS M^M^m^^S^^ (.SPk^) 

VetoE6^fla^#inBSriE. 

Jplil^^inmfi^. 5l@lfe^fia6*I^I^?£. ^'C>200ipm. lOmin, ^±?S?fi200ul. 1^50^ 
^^n^^, -S-ffl^iPiaS^^ 5. 25, 125, 625> 3125 ^ 15625 TCID / ml (Tissue Culture 
Infective Dose) JJB A 24 ?L^#fe, 4|?Ljrait^?KS 1ml. SJqA IXlOV ml Vero E6 
0.5ml C-g-WRNASKDNA^y^J) , ^37V, S%CO^^nTm^. 24/>B>fBiOA^ 20li I^^T 

iiS2ffl^^jgBSWRNA^DNA«!ijpj. jitMJjn A 20 n 1 g«^»ris»j. &mMmmmm^ 

(Cytopathic Effect. CPE) . i&mmm^mi^, 2 ^Si— ^l^^t'^'RNAm 
DNA mmt^iaAM^M^ lOOng, 200ag, 400ng, SOOng, 1.2 U g. 

^GJranyl Acetate)s£6ll§K (Phoshotungstic Acid) flPlt, M^^^^&^^M^' 

RT-PCR ^SSimltf^Z^ C ^m^^ Artus-Biotech ii-^WTi^^PJ^. ^^:^m^WJ::^^^tfl^ 

■ • 

^i&^ia. mmmB^J SASS^m^, RNA^DNATifc^JPJ'Oi^^JJt^^fi^S^i^fl^ 

— ^ja!j:S?Fl^fl<J«ESTW»<fc^»«a[fi«Fa^f^ffl. M^^JW't'KJ RNASlcDNA a<j-feja[isijn 
m, ®*tt:$!JBJS. RT-PCR «fl^^mi&iiEBJT±i^^^^*. :ar^*ll@fSi^M. 
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W ifS M 18/55^ 



1. AW^^tt^ft SARS S^^t^^^lfe-f^ffl s 

2. i©^ia^*:Ji-^±^^^MfitllPfaJS;^-RNATi*f^ffi (RNAi) : 

w^mji* SARS mmi^m^mm rna s^jw^j^d, ^#i5?axif sars mmi^rnvtm 

a 2 SEQ ID NO.l W A##?EJ^^ . 

*^^€ifl<IRNA5KDNA:aES^tti5tTWlJt?^^miifl<J ^W^-t^, ^^20-24-^ 
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yj. ^ II19/55J5 



1 

sARs mAKmmm^^^ rna 

^^BiM^^W Vero E6 115 S ATCC (American Type Culture CoUection). ^^F^Bfi^ftf 
^ 10%4^jfiL7ll6<J Eagle's iS#S(2 mM L-glutamine. I mM Sodium Pyruvate, 0.1 mM nonessential 
amino acids, 1.5ga- sodium bicaibonate). 37°C 5%fi<J-«.4t«^#«r^^#. m^l^-d^^ 

— (Cytopathic Effect, C3»E) . 

Acetate)ftlfe, Mffi^^S^^j^^. RT-PCR feSStW m (>ffiffl«lS Artus-BiotechJi-0tfi<]i^ 

^ 10 Vero E6 ^Jg ( 10' cells/mL) 1 ml ^^M^^ 

B^^MMMi^f- 0.2 mL, inA 1 mLTRIZOL Reagent (Life Technoiogy)^E 15-30°C{SM 5-10 

-^m, mn\o-2mLm.<^is.mmm5^^. i&]s^i5-3(fcum2-s^^, ^9e2-8*c 12,000 x 

g m-i:.' 15 ^±^WL^^^—^^^ 1-5 mL ]S5'6«4' , in A 0.5 mL ^nUtE IS-SCC U 

m5-10^#^, :&2-8»C 12,000 xg^'C* 5-10 ^J-^t. ^±«?$, UiS-M I wL 75% Z^Mm^. ^ 
2-8<'C7,500xgm'l>5^^, ^JL?t«[. 10-15 inA* Rnase 6<J7K* 55-60^fii 

aiO-304)-lt. '@[RNA^:5i-^M. 

cDNA ify^^i 

:^>'J>B5^4'JnAJ^ RNA 0.1-5ng, oligo(dT)„ 5ng, * (nuclease free) M 1 10^1. 

70»C 5 45-^ » ijCfS^^iP , W^jbn 5 X ^B.'^m 40|il, lOmM 4 dNTP 20 jil (l.OmM ^*ft 

JS). RNase «1*JJW 200u. ^li5^7|C(nuclease fiee)S 190jil, 37°C #m 5 ^It , ifl A 400 
6<]^^mil. :m37°C^?a60:«-#l'. 70*C«ai04}-^, jfc^fcj^OSi^^. 
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lEPcHfltl 0.5nil3^'C.>^**"K2>CJnA: 45nl^^^^i 20n 1 10X^;«t»ig, SuldNTPm-^ 
ife. 114 ul^tliTK. 2 u 1 RNA IS H(1.5 U/ul), 1 1 n m^;Ktl®K(DNA)^-^il 1(9.0 
U/ y 1), le-C jff W 2.5 h. S.B^M0MiX 23 u 1 dNTP M-^^^ 2 n 1 Pfu DNA M-^M 

(2.5 U/Ul), 72'CjSW30 min, Isi.^^ cDNA Jjt^. : SL-te(l : UttHSl 

^jOEi^^i^^ RdRPOOl iBl&lRl^l^ RdRp032 DNA ^^K: 5i^l9^B^ PCR(Hot Start 
PGR). }E}k^]^RiSKPQ01tfi}J¥H^'. 5' -ctacccaggaaaagccaacca-3 * . MS|r]5I^ RdRp032 M 
0J!I3*J 5'-caglgccaagctcgtcaccta-3'. PGR S-jStM-o^ft (100 ul) 

5 UlcDNA C5ng/ U 1) . 10 U 1 lOig^feiK S*} PGR SiS^J^'^S, jEl»l?l*& (25pmol/ u 1) 4 u 
h S.J^3\^ (25pmol/ uD 4 Pi, dNTPs (dTTP, dATP, dGTP, dCTP, ^ 2.5 mM) 8 u 1, Tag^ 
^880.5 Ul il^m f iUTlCM 100 u 1, PCRSjE^^: (1)94 ''C^n. 2^^. (^A^Cl^ 
^, @55''C30%I?, ®72''C2^, ®35 ©72»C10^^. 

DNAJlli: PCK &m^Mm^m^ : H-KtO : i)itfiJI*JZ*^tKiSftO:5r»£II^DNA, ^mJ:?? 

^TE^gJ+?R+» gclO#SS??^TE^il?»i«$«tt'. ^lOnMMim^TE^^^m^. ©lOul/t 

-2o«»c^#. M#DNAffim%*:6r«*i^a!» #SDNAa9fls&?i:35-a-uEiaT^S7oo>h« 

^3CJ W DNA d^Jg^ iiin^Ji5i^$fefi«J DNA itS. 

^^dsRNA6<I^J*t <I^^^W+J^AT?!JSlS^«: 5 ^SiSigJ+?e[20u 1, PCR-^^flO DNA30 
ul, NTPs(TTP,ATP, GTP,CTP,#2.5inM)20ul, T7 0^SS 40 (Stratagene J*=a) . iO 

tKMioo ul. ii&iSCJPJtl-a-^^, ^3r'c^ta4/hB^ieii«, BLlk^MB^mm : ».<&(i : i) 

Vera E6 MM^^ieitSii^' ^Ji&^l^f 10%4^ Jflrft 6«I Eagle's ^#£(2 mM L-glutamine, 
1 mM Sodium Pyruvate, 0. 1 mM nonessential amino acids, 1 .5g/L sodium bicaibonate), ^ 37°C 5% 

mmmfifLmMMmstfj rna^ji^j i^mm^ rna m. usAmmtfiiisi^ik^m^ loong, 2oong. 

400ng,800ng,1.2 Ug) . XiTMiilAg^miiitj^lig^iffiM^ 24/>B^^^#SARSS)t^^#. 
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i5i aj ^ S21/55J5 



^iflHtrsg. ^®lfe^J8fifi<l^#?£» ia'l>200rpm. lOmin, H±jS*0[ 200ul, 50^ft![^?!j# 

^4a^^^r£>^5x 25. 125. 625. 3125 ^ 15625 TCID / ml (Tissue Culture Infective 
Dose) JJP A 24 ?L*#&, #?LJP^#?8lS 1ml, ?|Jq A 1X10* / ml Veto E6 mm^M 0.5ml 
^-RNAUmy , ^37X:, 5%CO,^#T^#. MMMI^mmM^ (Cytopathic Effect, 

CPE) . 14^, m 25^^-}kmmm. ^mmmtom^. mmwtj mmifimm^ 

PGR :i^«sintiri^ («ffi^fflArtus-Biotechii«fi«jTS5w^» ^i^:^m^w^n^^m^mmM 

15) . 





2 


3 


4 


5 


6 


7 


8 


9 


10 


lOOng 


4.21 


3.91 


3.48 


0.90 


0.34 


0.10 


0.10 


0.20 


0.20 


200ng 


4.36 


4.33 


3.21 


0.91 


0.28 


0.12 


0.10 


0.15 


0.15 


400ng 


3.98 


3.21 


3.83 


1.00 


0.10 


0.10 


0.10 


0.10 


0.10 


SOOng 


3.76 


4.12 


3.33 


0.80 


0.2 


0.2 


0.1 


0 


0 


1200ng 


4.10 


3.38 


3.41 


0.60 


0.30 


0 


0 


0 


0 


Mm 


4.01 


3.90 


3.30 


3.12 


2.11 


2.83 


2.05 


2.65 


2.20 



mMm2 

DNA m ABI3900 M DNA ^^iSL (Applied Biosystems Tocf^ffa ) 

DNA m.^pa~f^m^ 



-^^mmmm^m^ dna 


mBf^n^^'^:s.^Ytfi^jm dna 


RdRP003 ^ RdRp033, RdRP007 ^ RdRp037 
RdRP012 fa RdRp042. RdRP022 ^ RdRp052 

RdRPSl ^RdRp061, RdRPOlS Si RdRp048 


SARSTOPlOl, SARSTOP102, 
SARSTOP201 , 

SARSTOP302, SARSTOP301, 
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RdRP028^RdRp058, RdRPOOS fP RdRp035 



SARSTOP501, 

SARSTOP402, SARSTOP504 



mm DNA mm.^: ^^^^:s.^m^ DHAm^^:s.^\-mmmm dna ^ 4 6 







A 


RdRP003^PRdRp033, RdRPOO? RdRp037, RdRP012 ^ R<iRp042. 
RdRP022 ^ RdRp052 


B 


RdRP31 ^ RdRp061 , RdRPOlS^ RdRp048, RdRP028^ RdRpOSS. RdRPOOS 
^ RdRp035 


C 


SARSTOPlOl, SARSTOP102, SARSTOP201, SARSTOP504 


D 


SARSTOP302, SARSTOP301, SARSTOP501, ARSTOP402 


E 


RdRP003 Si RdRp033, RdRPOO? ip3 RdRp037. SARSTOP402, SARSTOP504 


■F 


RdRP31^RdRp061. RdRPOlS ffl RdRp048, SARSTOP102. SARSTOP201 



Vero E6 mm^^iawS^, 

mm^^^tami^. MBWtmS&tfy^^^m, %'l>200rpm. lOmin. ^±;^)$200ul. UlSO^M^ 
3?!j#3i¥, 25, 125, 625^ 3125 3pl 15625 TCID / ml C Tissue Culture Lifective 

Dose) *q A 24 ?L:©#fe» #?LJni#f^»a[M Iml. SioA 1X10* / ml VeroE6aifiS:ic>g[ O.Sml (-^ 
WRNA^Dl^IA^iJlRl) , :aE37X;, 5%CO,4MtT:©#. 24 />fl^ jsiO Affi 20 u 1 g^^iiltSS*^ 
i^^jeBS6t)^l|DNA^-^m. 3{tMftlA20ulgEmii^M3iBI. (Cytopathic 
Effect, CPE) . mmi^^n^, mi^^—^^mmo DNA^^WS^tj SOOng. 

(Phoshotungstic Acid) ft^. fi^ffl^TSm^jKlg. RT-PCRl^SHiPliri^ «£ffl$g@ Artus- 

Biotech mi^:^^M^<^mm^m^mTitm'^:> . 
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i^m. mnmm^^6Q^p^rm. lom^mm^i^^m^, ^mmmm^-^-Mi3^i&. m 



mm (B) ^^""^ 


A 


B 


C 


D 


£ 


F 




3 




3.11 


3.25 


3.78 


3.53 


3.41 


3.01 


6 


1.31 


1.51 


1.98 


1.01 


0.93 


0.89 


2.53 


10 


0.1 


0.1 


0.3 


0 


0 


0 


1.90 


12 


O.l 


0.1 


0.2 


0 


0 


0 


1.68 



^mm 3 

SARS S*i^#6tJ*#^fl MiA^^z 

Vera E6 gcft^-^W 10%4^jfiL?»6<I Eagle's ^^^2 mM L-glutamine, 1 mM 
Sodium Pyruvate, 0.1 mM nonrasoitial amino acids, 1.5g/L sodium bicaxbonate)> ^ 3T°C 5%^II. 

i^^m^^m'¥mw. « 2 mmm^&i^m i x io*/^^b*, sarsb 

^mm. M^#:fe^l4^. # 2 »C:^#7K. ^mmmmmm^ CCytopatMc Effect, 

CPE) . 

Acetote):eiSi. M.^m^'f^^^Mmo RT-PCR^«$Ritfi^ <^ffi«H Artus-BiotechJI^WTi^ 

lO^^&JS^^Ifefl^ VeioE6MI& (10*ceUs/mL) ^'t-U^^M, ^ 1 ml 
Js^aHJB&Siic??'? 0.2 mL, inX 1 mL TRIZOL Reagent (Life Technolcgy)^E 15.30°C 5-10 
||JnA0.2mLit<&gm^^ IS^It, ^^:£l5-30'C#^2-5 4i'^. 2-8''C 12,000.x 
gll|'i>15^^. m±?S?&^^A — ^irfi<J LSmL^'C-'t^f , JnA0.5mL^^©^ 15-30°CiS 
M 5-10 iJ-#, ^ 2-8''C 12,000 X g ^'C' 5-10 , I^JlIt^, tfH^ 1 mL 75% Z.S^i5fe^. i£ 
2-8'>C7.500xg3SS'l>5^^, l^±J»«t, iSitS^ii 10-15 jJD Rnase fi<]7|C^SE 55-60^C ^ 

m 10-30 -KRNA^^JIF*?. 

cDNAfi<J-&^: ?E>'>T^if1=jtoA.^RNA0.1-5{ig, oligo(dT)„ 5|ig, *j^^7K (nuclease ftee) M 
110^1. 70°C7lC*&«S5^. 2!K?S)t*P» IsiJ^^jbn 5 X SjSJ«^J 40nl, lOmM 4 dNTP 20 jil 
(l.OmM RNase ^D*!l^J 200u, *^^^7lC(nuclease free)S 190nl, S 37"C ^M. 5 
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i^, 114 UllStSTK. 2 P 1RNASSH(1.5 U/ul), 1 1 U l|5fc4^:Kit^M(DNA)PI-^^ 1(9.0 

U/ u 1). J5 16*CMW 2.5 h. feiS^^JslEA 23 > 1 dNTP M-^^ifP 2 y 1 Pfu DNA Ig-^K 

(2.5 u/ui). 72*cjifW3o nan. mh^cDNA^. s.MmM^7^mm : 
7Lmui&&i:^^. n3i cDNA u^. wMMin-^ TE ^^m^ . s lo u i/w -2o«c « 

*!|-S-DNA^fe: 3R^^^^PCR(Hot start PGR). S^^I^W DNA^fe. ff^fflWiE 

iRj^l^^ElRl^l^ijWia.-^^^! RdRPOOfi 3fD RdRp036, SOOl Si S008, MOOljfOMOOS. EOOl Si 
E002. UPAOOl UPA004 CS^HMff^iJini^i^) . PGR RSiJS-^?0[ (100 uD -ag: 
5 ulcDNA <5ng/ Ji 1) , 10 li 1 lO-^^S^fi?] PCRSiSi^H'JgE. iEl°]5l^ (25pmol/ ul) 4 u 
1. SlRl^li^ (25pmoy uD 4 ill, dNTPs (dTTP, dATP. dGTP, dCTP, ^ 2.5 mM) 8 y 1, Tag^ 
lilBIO.5 Ul <2#'eL) , iWTKSlOOyl. PCR^JS^#: (X)9A''C^^2^^. ®94''Cl^ 
^. @50°C30%I>, ®72''C5 4)'^+. (DSg© ©40^*:, <S)72''C10 

DNA 11%: fCR&m^MJ^^m^ : iECi&(i : i>tt^^z.^t7i;i£^:&7^%DNA. nnmn- 

'S'TEm^m.^. StlOMjic??^ TE^Jt?8[tt». Se 10 H Sj&^i^ TE ^J+yg'f , S 10 ul/lp 
^m, -20»C^#. ^#DNA^^«E%at:«ri*^&3a. #^DNAS!l^fi<j:6-feTiE$3|[^DNAfi<J 

dsRNA 3^: /hn^lf'fiPAT^^ySjeiT^: 5 fgSiSZlSit^ft 20ii 1. PCR-^Jt6«J DNAStt 
Ul, NTPsCITP, ATP,GTP,C'IP,^2.5mM)20ul, T7 ^ItH 40^'EL (StratageneJ^^o) , in 
Tics 100 P I. Jb3iT5fc^WM-^»j5. ^E3rc^M4<l^B*B£3l^, ^JSi^^S^M^ : 151^(1 : 1) 

dsRNA ^m^\i:.MM^^m . 

dsRNA ^lfiJM-^?0[^E>f^lnl«JST6!lX* SARS M^^m^^m : 
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Vero E6 aiflfi^#$P ItTi^ . mS&mn^^m 10%4^ifiL?Sfi*J Eagle's ^^S(2 mM L-glutamine, 
1 mM Sodium Pyrovate, 0.1 mM nonessential amino acids, 1.5g/L sodium bicarbonate). ^ 37 C 5% 

»flS'^P?^S^f«iB£gW^S^dsRNA^JJPJ}l-^?^ i^^Wi'^UM^ia\-&^Mif3 100ng.200ng. 

4oong, soong, 1.2 u g) , MmijaAP'Mm^am^M, 24 4^«iBi^^sARSM^mm^ mmm 

$r1am^o ^'C?200tpm, lOmin, ^±?»J&200ul. USO^i&^n^ 

^^^^^BL^S. 25. 125. 625. 3125^ 15625 TCID / ml ( Tissue Culture Infective 
Dose) JnA24?L%#te. *f?Lin^#«LMlml, SJtoX IXlOV ml Vero E6 aBi3&Si& O.Sml 
WRNA»J) , ^E37X;, 5%COj^#T^#, ^Sa^l^SiflailPi^ (Cytopathic Effect. 

CPE) . ^m^w^mu^, m2^^—^m^m> ^mmmnm^o ^i^BPkjmmi^mm^ 

m2%mW^n^' 2%^^>5l^^(UranylAcetate)^lfel ■M.^M^^f-^W^Mm. RT- 

pcR^«SimBii^ (^^@ Aitus-Biotechii^a<jTaS;?pJ:t:, ^^^^SiWJkni^^iei'^^^ 

15) . 



« 





lOQng 


200ng 


400nB 


800ng 


1200ng 


MM. 


2 


3.01 


3.20 


2.98 


2.93 


3.15 


3.30 


4 


1.92 


1.94 


1.67 


1.52 


1.01 


2.92 


8 


0.20 


0.21 


0.14 


O.l 


0 


2.45 


10 


0.20 


O.iO 


0.10 


0 


0 


2.67 



ma DNA tfy^^i 

ffl ABD900 M DNA -^^iSC (Applied Biosystemslnc.f^ia) -^^tUlhfi^JM^ifcSa DNA, M ■ 

^DNA, i^^mm^m^^'n:s.^mmn c^nmsim^) . -^^i^DHAmm:^ 

SARSTOPlOl, SARSTOP202, RdRP029Sl RdRp059. 4^-^^a<I2^S#DNA@ia[^§jil^^ 
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mmmM-mmm^, m^B^SR;9o^«ia5 4j-^'^r mikBMm, BP?^^5#s«i dna. hit 

^mt^m-^ist'. UPCOOl UPDO'^/^^OOl ^ N004 C&^DW^/iljlJi^^* * SI^R^-^'^^ 
<100 pO 5 UlcDl^. ?5ng/ U O . 10 u llO^g^feSe^icR^S^'a^^*^' EJ^^'^ 

(25pmoV ul> 4 111, Rjp^i^ (25pmoV yi> 4 ixi, dNTPs (dNTP, dATP. dGTP, dCiP, # 
2.5mM)8 m. Tag ^^ 0-5 C2|^&) . iHTlcS 100 ul. PCRR1S«:#: ®94''C«2,- 
(D94«Cl5i-^' ®53''C30%!>, ®72«'C5^i-^, ®Sa(i>-<i)36 ®72°C10:a'^. 

DNAii^: p(iF'2xJS^m;55i^ffim : ft-teci : i)iftii^zL^tJti^&^:Sr»i^i5iDNA. sms^ 

^ TE m^m^' S 10 TE m^M'^ . « 10 TE m.^P^m'^ . lO U 

fiiJlS^iilf]m^3^®6^ DNA >ts. 

<l^«W4'inAT^mjS?a[: 5 0SjS£a?ti8[2Oui. pcr-^^S^jdnaso ui, ntps(ttp, 

ATP.GTP.CTP, ^2.5mM)20l»U T7 ^IRBI 40#i'6t (Stratagene7^iS») , iUTKM 100 u I. ± 

(fy^&WR RNA, Mi&J^f g=»T»«ft*?0[MJR1 1» - 

^Je^iX 2 dsRNA 3 W DNA (SARSTOPlOl, SARSTOP202, 

RdRP029 ^ RdRp059) Scl^^fcfct^M-^-S-^. 

pmm-^i&.^^^MT6^^ sARs s^t^^wft^: 

Veio E6 ^ia^#inBtri&. a^fl&^^^-^W 10%^JllLT^ft?? Eagle's ^|f£S(2 mM L-glutamine, 1 
mM Sodium Pyruvate, 0.1 mM nonessential amino acids, l.5g/L sodium bicaibonate), ffi 37°C 5% W 

mm^mmmms.^isitpm-^m (^#?Si4'*yjpjwjtaAa:tt-»j* loong, 2oong, 4oong. soong, 

1.2 Ug) . J5*flainAr»fi^«^#?S»J' 24/jNBtjsS#SARSSJl^^#. ?S^i^f#$flBtrii. ^ 
^lfe»6<I^#^ft. ]S5'I> 200rpin, lOmin, |ll±?g?$ 200ul.. W iO-^M^^'M^. 
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mihS^ 25. 125 . 625 . 3125Xl5625 TCID / ml (Tissue Culture Infective Dose) DaA24?L^ 
ni&. m^l1m^^mm\xol. #S?^lX10VinlVeroE6mfl&SrS0.5inl (^^RNA$45PJ) . 
:^3rC' 5»/.CO,^#T^#. ^mmm^f^m^ CCytopathic Effect. CPE) . 



10 B gt?pl^^^ife#f-{^' ^ 



400ng 



3.93 



3.86 



1.23 



3.12 



030^ 



10 



3.01 



0 



3.11 



A. ^:^m'¥mmKtiA^i)tmBM&T^mm^ifi^A.i'iituM. -a^dsDNA, dsRNA, 

siDNA fP siRNA ^^i&iiEBj Rld^SlJ^^llBt^mXt SARS^m^M^mm RNA S$iJ. 



1 458281 A_l_> 
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<iio> ^m^^^m^i^m^^w^n 

<i2o> r^mM'&.n^w^^^mwmkmn rna =^^im\ 

<160> 116 

<170> Patendn version 3.1 



<210> 1 
<211> 57 
<212> RNA 

<2i3> Ki.nn 

<400> 1 

tctaaacgaa ctttaaaatc tgtgttcaag agacacagat tttaaagttc gtttaga 57 

<210> 2 
<211> 52 
<212> RNA 
<213> AX^JU 
<400> 2 

taaacgaact ttaaaatctg tttcaaggag aacagatttt aaagttcgtt ta 52 

<210> 3 
<211> 52 
<212> RNA 

<213> Ax^jy 

<400> 3 

acaaagtgct taatgaaaag tttcaaggag aacttttcat taagaacttt gt 52 
<2I0> 4 



31 



2004^1 Oj 



BNSDOCIO: <CN 145a2eiA l_> 



03137621. 5 



ife =f5 ^29/55^ 



<211> 52 
<212> RNA 

<213> AXi^^iJ 

<400> 4 

tyyrtaaata cacaatggct gttcaaggag acagccattg tgtatttagt ta 52 

<210> 5 
<2n> 52 
<212> RNA 
<213> AXi^^^iJ 
<400> 5 

taaataaacg aacaaattaa attcaaggag atttaatttg ttcgtttatt ta 52 

<210> 6 
<211> 52 
<212> RNA 
<213> AX^JO 
<400> 6 

taatggaccc caatcaaacc attcaaggag atggtttgat tggggtccat ta 52 

<210> 7 
<211> 52 
<212> RNA 
<213> AX^Jll 
<400> 7 

attcaactga caataaccag attcaaggag atctggttat tgtcagttga at 52 

<210> 8 
<211> 52 
<212> RNA 

32 
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<213> AX^Jtl 

<400> 8 

attacatttg gtggacccac attcaaggag 



atgtgggtcc accaaatgta at 



52 



<210> 9 
<211> 52 
<212> RNA 
<213> AJL^^f] 
<400> 9 

cttgttaaca actaaacgaa cttcaaggag agttcgttta gttgttaaca ag 



52 



<210> 10 



<211> 52 



<212> RNA 



<213> AXj^Jll 



<400> 10 

ttattttctt attatttctt attcaaggag ataagaaata ataag ayiHat aa 



52 



<210> 11 
<211> 52 
<212> RNA 
<213> AXJfiJiJ 
<400> 11 

tctggtctaa acgaactaac tttcaaggag aagttagttc gtttagacca ga 



52 



<210> 12 



<211> 52 



<212> RNA 



<213> AX^^ 
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<400> 12 ^- 

tttttgtaca taataaagct tttcaaggag aaagctttat tatgtacaaa aa 



<210> 13 



<211> 52 



<212> RNA 



<213> AX^?!1' - • 
•• •« 

<40O 13 

acattacaca taaacgaact tttcaag^g aaagttcgtt tatgtgtaat gt a-* 



<210> 14 
<211> 52 
-^12> RNA 
<213> AX^^iJ 
<400> 14 

atttgtttat gagatttttt attcaaggag ataaaaaatr . tcataaacaa at 3-* 



<210 15 
<211> 52 
<212> KNA 
<213> AX^?>J 
<40O 15 

ttggaaacta taaattaaat attcaaggag atatttaatt tatagtttcc aa 



52 



<210> 16 



<211> 52 
<212> RNA 

<213> KI-^M 

<400> 16 

atgtttcatc ttgttgactt cttcaaggag agaagtoaac aagatgaaac at 

34 
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<210> 17 



<211> 52 



<212> RNA 



<213> An^n 



<400> 17 

ttagattatc cataaaacga attcaaggag attcgtttta tggataatct aa 



52 



<210> 18 



<211> 52 



<212> KNA 



<2i3> Ax^^y 



<400> 18 

atgaaaatta ttctcttcct gttcaaggag acaggaagag aataatttto at 



52 



<210> 19 



<211> 21 



<212> RNA 



<213> M^^#(SARS) 



<400> 19 

ctacccagga aaagccaacc a 



21 



<210> 20 



<211> 21 



<212> RNA 



<213> S^?^#(SARS) 



<400> 20 

cttaggtgac gagcttggca c 



21 



<210> 21 
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<211> 21 



<212> RNA 



<213> m^^^MiSARS) 



<400> 21 

attggacctg agcatagtgt t 



21 



<210> 22 



<211> 21 



<212> RNA 



<213> ®tfc^*(SARS) 



<400> 22 
agtggttgtc taatcttttg g 



21 



<2I0> 23 



<211> 21 



<212> RNA 

<213> M^MmSARS) 

<400> 23 

tgagcttgat gaacgtgttg a 



21 



<210> 24 



<211> 21 



<212> RNA 



<213> M^MMiSARS) 



<400> 24 
ggagggtctt gtttgctttc t 



21 



<210> 25 



<211> 21 
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<212> RNA 

<213> SJ|^JS*(SARS) 

<400> 25. 

gctaagactg ctcttaagaa a 21 



<210> 26 



<211> 21 



<212> RNA 



<213> M^MMiSARS) 
<400> 26 

tggacaacac taatctccac a 21 



<210> 27 



<211> 21 



<212> RNA 



<213> S^i^#(SARS) 
<400> 27 

gtctgcacca cctgctgagt a 21 



<210> 28 



<211> 21 



<212> RNA 



<213> S4^^#(SARS) 
<400> 28 

tgtgaaagtc aacaacccac c 21 



<210> 29 



<211> 21 



<212> RNA 
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<213> S*t3Pi#(SARS) 
<40O 29 

ctaacgttac tactatggat t 21 



<210> 30 



<211> 21 



<212> RNA 



<213> S*t^#(SARS) 
<400> 30 

ggctggtcaa aagacctatg a 21 



<210> 31 



<211> 21 



<212> RNA 



<213> Sft?S#(SARS) 
<400> 31 

agactaactt gtgctacaac t 21 



<210> 32 



<211> 21 



<212> RNA 



<213> U^MMiSARS) 
<400> 32 

gagtagtaac aacttttgat g 21 



<210> 33 



<21l> 21 



<212> RNA 



<213> S*t^S(SARS) 
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<400> 33 

tcttgctcta tataacaagt a 21 



<210> 34 

<211> 21 

<212> RNA 

<213> M4fe?Pl#(SARS) 

<400> 34 

gaaggtaaat tctatggtcc a 21 



<210> 35 
<211> 21 
<212> RNA 

<213> S^t/^^^SARS) 
<400> 35 

tgtctggtta taggcttaag g 21 

<210> 36 
<211> 21 

<212> RNA 

<213> M>1^^*(SARS) 
<400> 36 

tttcgagaag atggtttctc t 21 



<210> 37 



<211> 21 



<212> RNA 



<213> M^MmiSARS) 
<400> 37 

aataatgaac tgagtccagt a 21 
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<211> 21 



<212> RNA 



<213> S4^^#(SARS) 
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<400> 38 

gaatgtggaa aggttatggc t 



21 



<210> 39 



<211> 21 



<312> RNA 



<213> M^MMiSARS) 



<400> 39 
tggtacgatt tcggtgattt c 



21 



<210> 40 



<211> 21 



<212> RNA 



<213> ^^^^(SARS) 



<400> 40 
ctatcagtga ttatgactat t 



21 



<210> 41 



<211> 21 



<212> RNA 



<213> M^^^iSARS) 



<400> 41 

cggtgatgct acaactgctt a 



21 



<210> 42 
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<211> 21 



<212> RNA 



<213> S>I^^*(SARS) 
<400> 42 

tgggaacctg agttttatga g 21 



<210> 43 



<211> 21 



<212> RNA 



<213> M*t?^S(SARS) 
<400> 43 

acaagttgaa tgttggtgat t 21 



<210> 44 



<211> 21 



<212> RNA 



<213> ^)i^^*(SARS) 
<400> 44 

cactgtgagt gctttagttt a 21 



<210> 45 



<211> 21 



<212> RNA 



<213> ^?t^^*(SARS) 
<400> 45 

gttcgtgcgt ggattggctt t 21 



<210> 46 



<211> 21 



<212> RNA 
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<400> 46 
ttgtgaagtc tgcattgctt g 



i5i HJ =fS ^39/5535 



21 



<210> 47 



<211> 21 



<212> RNA 



<213> M2t^^#(SARS) 



<400> 47 
acctgtttcc atcattaata a 



21 



<210> 48 



<211> 21 



<212> KNA 

<213> S^#I^(SARS) 

<400> 48 

aagcgctcac aagattcacc a 



21 



<aiO> 49 



<211> 21 



<212> RNA 



<213> S^^#(SARS) 



<400> 49 

atgactctaa agaagggttt t 



21 



<210> 50 



<211> 21 



<212> RNA 



<213> S5t^^*(SARS) 
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<400> 50 

cagtgccaag ctcgtcacct a 



21 



<210> 51 



<211> 21 



<212> RNA 

<213> S^^#(SARS) 

<400> 51 

gcaacactat gctgaggtcc a 



21 



<210> 52 



<211> 20 



<212> RNA 

<213> S^^#(SARS) 

<400> 52 

gcccaaaaga ttagacaacc 



20 



<210> 53 



<211> 20 



<212> RNA 

<213> ^^^^(SARS) 

<400> 53 
tgtaacacgt tcatcaagct 



20 



<210> 54 



<211> 21 



<212> RNA 



<213> B*^0#(SARS) 



<400> 54 



21 
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2004^1 ( 



03137621. 5 



i^L m =^ ^4 1/5515 



<210> 55 



<211> 21 



<212> RNA 



<213> MV^1^M(SARS) 
<400> 55 

catttcttaa gagcagtctt a 21 



<210> 56 



<211> 20 



<212> RNA 



<213> 1£^^I|(SARS) 
<400> 56 

tgtgtggaga ttatgttgtc 20 



<210> 57 



<211> 21 



<212> RNA 



<213> S^^*(SARS) 
<400> 57 

tatactcagc aggtggtgca g 21 



<210 58 



<211> 21 



<212> RNA 



<213> M*^^#(SARS) 
<400> 58 

gaggtgggtt gttgactttc a 21 



<210> 59 
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^ m =^ ^42/55jg 



<211> 21 



<212> RNA 



<213> S^^^(SARS) 



<400> 59 

gaaatccata gtagtaacgt t 



21 



<210> 60 



<211> 21 



<212> RNA 

<213> M^^^(SARS) 

<400> 60 
tctgataggt cttttgacca g 



21 



<210> 61 



<211> 21 



<212> RNA 

<213> ®^^I|(SARS) 

<400> 61 

ctagttgtag cacaagttag t 



21 



<210> 62 



<211> 21 



<212> RNA 

<213> S2t^^li(SARS) 

<400> 62 

agcatcaaaa gttgttacta c 



21 



<210> 63 



<211> 21 
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03137621. 5 

<212> RNA 

<213> S^bt^^CSARS) 

<400> 63 

tgtacttgtt atatagagca a 

<210> 64 
<211> 21 
<212> RNA 

<213> SJbt?S«(SARS) 
<:400> 64 

aatggaccat agaatttacc t 
<210> 65 

<211> 21 

<212> KNA 

<213> S^^^S(SARS) 

<400> 65 

atccttaagc ctataaccag a 

<210> 66 

<^11> 21 

<212> RNA 

<213> S4^^#(SARS) 

<400> 66 

aaagagaaac catcttctcg a 

<210> 67 
<211> 21 
<212> RNA 



iJi BJ3 ^ ^43/55^ 



21 



21 



21 



21 
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<213> MVtMMiSARS) 
<:400> 67 

gctactggac tcagttcatt a 



ii& =t5 m44/55S 



21 



<210> 68 



<2U> 21 



<212> RNA 

<213> B^^«(SARS) 

<400> 68 

agagccataa cctttccaca t 



21 



<210 69 



<211> 21 



<212> RNA 



<213> M*^^#(SARS) 
<400> 69 

acgaaatcac cgaaatcgta c 



21 



<210> 70 



<211> 21 



<212> RNA 

<213> S^^#(SARS) 

<400> 70 
ataatagtca taatcactga t 



21 



<210> 71 



<211> 21 



<212> RNA 



<213> 
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<400> 71 

cataagcagt tgtagcatca c 



ift HJ ^ ^45/5515 



21 



<210> 72 



<211> 21 



«<^12> RNA 



<213> M^mmiSASS) 

<400> 72 
ttctaatgta ttgtaaatac a 



21 



•^10> 73 



<211> 21 



<212> RNA 



<213> S^^^(SARS) 
<400> 73 

gtaatcacca acattcaact t 



21 



<210> 74 



<211> 21 



<212> RNA 

<213> S5bt^#(SARS) 

<400> 74 

cataaactaa agcactcaca g 



21 



<210> 75 



<211> 21 



<212> RNA 



<213> M^mmiSARS) 



<400> 75 

tcaaagccaa tccacgcacg a 



21 
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ife ?a ^ m46/55m 



<210> 76 



<211> 21 



<212> RNA 



<213> M^m^iSARS) 
<400> 76 

agtaagcaat gcagacttca c 



21 



<210> 77 



<211> 21 



<212> RNA 

<213> S4fc?Pi#(SARS) 
<400> 77 

cattettaat gatggaaaca g 



21 



<210> 78 



<211> 21 



<212> RNA 

<213> S4^?Pl#(SARS) 
<400> 78 

agtggtgaat cttgtgagcg c 



21 



<210> 79 



<211> 21 



<212> RNA 

<213> ^Jt^^^(SARS) 
<400> 79 

gaaaaaccct tctttagagt c 



21 



<210> 80 
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ili =t5 ^47/55^ 



<211> 20 



<212> RNA 



<213> M^^*(SARS) 

<400> 80 
gcaccggtca aggtcacttc 



20 



<210> 81 



<211> 21 



<212> RNA 

<213> S^^#(SARS) 
<400> 81 

acgaacaaat taaaatgtct g 



21 



<;210> 82 



<2ll> 21 



<212> RNA 

<213> ^^^^(SARS) 

<400> 82 

acagattgaa ccagcttgag a 



21 



<210> 83 
<211> 21 
<212> RNA 

<213> M^^^(SARS) 
<400> 83 

agtggagctt ctgctgattc a 



21 



<210> 84 



<211> 21 



<212> RNA 
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HJ ^ ^48/5515 



<213> S*t^#(SARS) 



<400> 84 
gttgttgttg gcgtttacca g 



21 



<210> 85 



<211> 21 



<212> RNA 



<213> S^t^^^CSARS) 
<400> 85 

tgaatcagca gaagctccac t 



21 



<210> 86 



<211> 21 



<212> RNA 



<213> M^^#(SARS) 

<400> 86 
tttgtcattc tcctaagaag c 



21 



<210> 87 



<211> 20 



<212> RNA 



<213> ^it^^#(SARS) 



<400> 87 
attatttctt actctcactg 



20 



<210> 88 



<211> 21 



<212> RNA 



<213> S^^#(SARS) 
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T^i =B ^49/55^ 



<400> 88 

tacagccttt tcacctgcto a 21 



<210> 89 



<211> 21 



<212> RNA 



<213> M^^^iSABS) 
<400> 89 

ttaattgtta ttggccatta a 21 



<210> 90 



<2ll> 21 



<212> KNA 



<213> M^M^iSARS) 
<400> 90 

tacagaagta atgcctgttt c 21 



<210> 91 



<211> 21 



<212> RNA 



<213> Sj|^^#(SARS) 
<400> 91 

acacacttgt taaacaactt a 21 



<210> 92 



<211> 21 



<212> RNA 



<213> ^Jbt^il(SARS) 
<400> 92 

aatgaggtog ctaaaaattt a 21 



52 



2004^10. 



BNSCXXIO: <CN 14S8aB1A_l_> 



03137621. 5 



<210> 93 



<211> 21 
<212> RNA 



^ m50/S5J^ 



<213> S^0#(SARS) 
<400> 93 

ctgacgtgcc ccaaatgtct t 



21 



<210> 94 



<211> 21 



<212> RNA 



<400> 94 

ccataatcat ttaatggcca a 



21 



<210> 95 
<211> 21 



<212> RNA 



<213> SJt^i^#(SARS) 
<400> 95 

atattacaat ctacggaggt t 



21 



<210> 96 



^11> 21 



<212> RNA 



<2i3> m^mmiSARS) 

<400> 96 

gcacacttga aattgcacca a 



21 



<2I0> 97 



53 



BNSDOCID: <CN 



.1458S81A l_> 



2004^10^ 



03137621. 5 



45 B51/55J5 



<211> 21 



<212> RNA 



<213> S^Jpl#(SARS) 
<400> 97 

catattttcc caattcttga a 21 



<210> 98 



<211> 21 



<212> KNA 



<213> S4^^#(SARS) 
<400> 98 

agagtaaaaa atctcataaa c 21 



<210> 99 



<211> 21 



<212> RNA 



<213> ^Jfc^JPi^SARS) 
<400> 99 

ttattctgtt tggaacttta a 21 



<210> 100 

<211> 21 

<212> RNA 

<213> ^it^^^(SARS) 

<400> 100 

attgtgacca gaccgctcat g 21 



<210> 101 



<211> 21 
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iii nj =B |g52/55|5 



<212> RNA 



<213> S*t^*{SARS) 
<400> 101 

gatcacagca ccaatgacaa g 



21 



<210> 102 



<211> 21 



<212> RNA 

<213> M^MMiSARS) 

<400> 102 
atatctctgc tattgtaacc t 



21 



<210> 103 



<211> 21 



<212> RNA 

*=213> S*ti^#(SARS) 

<400> 103 
gtttatgaga ttttttactc t 



21 



<210 104 



<211> 21 



<212> RNA 



<213> M^lm^iSARS) 

<400> 104 
ctaccaaatt ggtggttatt c 



21 



<210> 105 



<211> 21 



<212> RNA 
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iJi H| ^ ^53/55^ 



<213> S^?PI*(SARS) 

<400> 105 
caaatccaag aacccattac t 



21 



<210> 106 



<211> 21 



<212> RNA 

<213> ^JK^#(SARS) 

<400> 106 
tgatgagccg acgacgacta c 



21 



<210> 107 



<211> 21 



<212> RNA 

<213> Mtfe^S(SARS) 

<400> 107 
gttgacttcc aggttacaat a 



21 



<210> 108 



<211> 21 



<212> RNA 

<213> S^^?^#(SARS) 

<400> 108 
aaaattattc tcttcctgac a 



21 



<210> 109 



<211> 21 



<212> RNA 



<213> M^MMiSARS) 
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<400> 109 

gtaccttcat gaaggtcacc a 



ift W ^54/55^ 



21 



<210> 110 
<2ll> 21 



<212> RNA 



<213> m^m^SARS) 

<400> 110 
tagtctttaa cacctgagtg c 



21 



<210> 111 



<211> 21 



<212> RNA 



<213> S^^^(SARS) 

<400> 111 
tttaagctcc tcaacggtaa t 



21 



<210> 112 



<211> 21 



<212> RNA 



<213> ^it^^«(SARS) 

<400> 112 
ggatggctag tgtgactagc a 



21 



<210> 113 



<211> 21 



<212> RNA 



<213> M^MMiSARS) 

<400> 113 
gtctgccatg ataagcaatg t 



21 
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iJi 4S ^55/55m" 



<210> 114 



<211> 21 



<212> RNA 



<213> Mt^i^«(SARS) 



<400> 114 
caagatgtaa atacaatcaa t 



21 



<210> 115 



<211> 21 



<212> RNA 



<213> SJtt^#(SARS) 



<400> 115 

aggaatagca gaaaggctaa a 



21 



<210> 116 



<211> 21 



<212> RNA 



<213> ^>yt^#(SARS) 



<400> 116 
ttctgggcca gttcctaggt a 



21 
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i5t m =^ m 



^ ' * < I t I i I i I I I I I I t t i j I I- 

AX^^»46S SARS dsRNA IE dsDNA 




t 

i I I I I I 
I I i I I I 



aiSrt W»I^^4^F-K:^^ SARS dsRNASEdsDNA KM* 21 ^^IrKW 
^^TJfc RNA 



21 rna ( ai-^*. stS^fiSiw-tfe^ sars jskna dsDNA »m 





m& RNA «-#iJCJRfi.-&i* 




■ ' ■ 



SARS miSL RNA 



SARS RNA «4hJI¥ 



1 
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iJi aj 4S PfJ a 



5 '-TCTAAACGAACirr AAAATCrGTG-3 ' 

I i i I I I I I I I I I 
3'-AGATTTGCTrGAAATTTTAGACAC-5' 



5'-TCTAAACGAACnTAAAATCTGTGTTCA— -i 
I I i I i I I I ] I I I 

3'-AGAnTGCTTGAAAnTTAGACACAGAGA 



5' TCTAAACGAACTTTAAAATCrGTGTTCAAGAGACACAGATTITAAAGTTCGTrrAGA 3 
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